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DearEditor,
W
epresentacaseof"Flareupofrheumatoidarthritis
associatedwithVogt-Koyanagi-Harada(VKH)
syndrometreatedwithleflunomide".Toourknowledge,this
isthefirstcaseofuveitisandarthritisinflammationactiveat
thesametimeandnotreatmentforthisconditionhasbeen
describedintheliterature.
Arthritisandinflammatoryeyedisease,relationshiphasbeen
welldescribedfordecades,however,unusualassociation
betweenthemdeservetobeexploredprofoundly.
Inflammatoryeyediseasescommonlyoccurasextra-articular
manifestations ofmanysystemicrheumaticdisorders,
especiallyinspondyloarthropaties(SpA).Inrheumatoid
arthritis (RA),ocular complicationsmainlyare
keratoconjunctivitissicca(KCS),xerostomia,scleritis,
peripheralulcerativekeratitis(PUK).However,uveitishas
beenrarelydescribedinRA.
A43-year-oldChinesewomaninitiallypresentedtoan
ophthalmologistwithtwo-weekhistoryofbilateralblurred
vision.Twoweekspriortotheocularsymptomsshehad
complainedofpainandswellinginmultiplejoints
(symmetric proximalanddistal interphalangeal,
metacarpophalangeal,wrists,elbows,shouldersandtheright
kneejoints)withmorningstiffnesslastingforanhourand
low-gradefever.Shehada6-yearhistoryofRAandhad
undergonetreatment withcorticosteroids,non-steroidal
anti-inflammatorydrugs(NSAIDs),leflunomide(LEF)and
totalglucosidesofpaeonycapsules(TGPC)inherlocal
hospital.Herpasttreatmenthistoryshowedshesuffered
frommethotrexate (MTX)-relatedgastrointestinaladverse
effects.Treatmentwasfinallydiscontinuedoveroneyear
duetolackofsymptoms.Thistimeshetookmeloxicamby
herselftocontrolthepainofmultiplejointswithoutinitially
seekingmedicalhelp.After2wk,shedevelopedacuteonset
ofbilateraldecreasedvisualacuity,oculardiscomfort,
photophobia accompanied byheadache,tinnitusand
dizziness.Shecametoourophthalmologicaloutpatient
clinic.Herfamilyhistorywasunremarkable.Shehadno
historyofoculartraumaorotheroculardisease.Shehadno
integumentaryfindings.Neurologicrevealedmildheadache
andtinnitusandcerebrospinalfluidexaminationrevealed
normal.Cutaneousexaminationrevealednormal.
Herocularexaminationrevealedvisualacuitiesof20/200
ODand20/63OSwithnormalintraocularpressure.Slit
lampexaminationrevealed1+inflammatorycellsinanterior
chamberinbotheyes.Fundusexaminationdisclosedbilateral
multifocalchoroiditis,retinaldetachmentsandopticdisc
edema(Figure1A,1B).Fundusfluoresceinangiography
(FFA)showedtinyleakagesofhyperfluorescenceatthelevel
oftheretinapigmentepitheliumwithincreasing
hyperfluorescenceastheangiogramproceeded.Inthelate
phases,diffusepoolingofdyewasnotedinthesubretinal
pigmentepithelialspaceandlateopticdiscstaininginboth
eyes(Figure1C,1D).Thelaboratorydatashowedblood
chemistry,completebloodcount,andinfectiveandparasitic
examinationswerenormal.Erythrocytesedimentationrate
(ESR)was70mm/h.SerumcomplementC3andC4were
0.688g/Land0.159g/Lrespectively.Antikeratinantibody
(AKA)waspositive.Rheumatoidfactor(RF)was99.3
IU/mLandanti-cycliccitrullinatedpeptideantibody(CCP)
wasgreaterthan500U/mL.
AccordingtotheVKHCommittee'sreviseddiagnostic
criteriaincompleteVKHwasdiagnosed,prednisone60mg
daily (1mg/kg)andtopicalcorticosteroid,nonsteroidal
FlareupofrheumatoidarthritisassociatedwithVogt-
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909Figure1Fundusphotographsoftheright(A)andleft(B)eyespriortotreatmentshowinglocalizedexudativeretinaldetachments
andopticdiscedema.Fluoresceinfundusangiographyofthe (C)rightand (D)lefteyespriortotreatmentshowingdyeleakage
fromthedamagedretinalpigmentepitheliumanddyepoolingaccumulationinthesubretinalspace.
anti-inflammatoryophthalmicsolutionandmydriaticdrops
werestartedimmediately.Thepatient'svisualacuitydidnot
improveafter3wktherapy.Shethenpresentedtoour
departmentforfurther treatment.Radiographyofthe
patient'shandsshowedmildosteopeniaandslightlycartilage
narrowinginthewrists.TherapywithLEFof20mg/dwas
introduced.Prednisonewastaperedto50mgdaily.She
respondedwelltothiscombinationtherapy.Atthethird
monthexamination,hervisualacuityimprovedto20/25in
therighteyeand20/32inthelefteye.Fundusexamination
showedattachedretinasbilaterally,andFFArevealedthat
theleakshadresolvedinbotheyes.Levelsofinflammatory
markersdecreasedtothenormallevelandDAS-28achieved
remissionofarthritis.Afterward,prednisonewasgradually
taperedto10mg/d.At6mofollow-up,hervisualacuity
improvedto20/20inbothofeyes.Theprednisonewas
discontinuedonemonthlaterandTGPCwasadded.The
doseofLEFwastaperedto10mg/danddiscontinued3mo
later.Duringthefollowingoneyear,thepatientremainedin
remissionwithnosignofrelapseofherVKHsyndromeand
RA.
BothofRAandVKHactiveatthesametimearerare,
especiallyinadult.Theexistenceofanoverlapinthese
conditionshasraisedattentionfocusedonthesimilar
underlyingpathophysiologicalmechanisms suchas the
imbalanceoffunctionalTcellsubtypesandcytokinesinthe
twoinflammatoryresponses
[1].Recentgeneticstudieshave
shownbothoftheseindependentdiseasesmaysharea
commonsetofsusceptibilitygenes,suchasHLA-DR4anda
seriesofnon-HLAgenesofCTLA-4andSTAT4,supporting
theprobabilityofsharedautoimmunity
[2,3].Thus,itislikely
anoverlapbetweenRAandVKHatpresent,butmayalsobe
anunknownbroadsymptomofautoimmunedisease.
DuringtheacutestageofVKH,corticosteroidsadministered
orallyorintravenouslyconstitutethemainstaytreatmentto
preventirreversibledamageandvisualloss.
Immunosuppressivedrugsarefrequentlyusedinchronicand
recurrentphasesofVKH,includingcyclosporin(themost
widelyusedadjuvanttosteroid),azathioprine,
cyclophosphamide,andMTX.LEF,apyrimidinesynthesis
inhibitor,hassimilarclinicalefficacyasMTX,bothinearly
andestablishedRA.ItcanbeusedtocombinewithMTXor
asanalternativetherapy.Inthispatient,sherespondedwell
totherapyandexperiencedarapiddecreaseinbothdiseases
activity,withoutsignificantsideeffectsofLEF.
Theclinicalcourseofrestorationofocularinflammation
maynotbeexplainedbythenaturalhistoryofherillnessor
attributabletoprednisonecompletely.Ourexperience
suggeststhatLEFmaybeavaluableandefficaciousaddition
tothetreatmentofVKH.Morerecentstudiessuggestedthat
immunosuppressivetherapycanachievesuperiorvisual
outcomeswhencomparedtocorticosteroidsasmonotherapy
LeflunomideinrheumatoidarthritiswithVKH
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orwiththedelayedadditionofimmunosuppressivetherapy
forthetreatmentofinflammatorydiseaseassociatedwith
VKH
[4].ExperimentalevidenceshavedemonstratedthatLEF
affectsmultipleinflammatorymediators,andisabletoshift
theTh1/Th2balancetowardTh2cells,improvesthe
percentageofCD4+CD25+Tregs,andhaseffectinthe
inflammatorydiseaseswithgeneticpolymorphismssuchas
HLA-DRmodulation
[5].Despiteitsknownimmunomodulatory
effects,therearefewstudiesregardingtheroleofLEFin
VKHdisease.ApreviousstudyreportedLEFinhibited
experimentalautoimmuneuveoretinitis(EAU)morepotently
thancyclosporine
[6].Roy
[7] reportedthewelleffectofLEF
usageinchronicbilateralgranulomatousanterioruveitiswith
stablejuvenileidiopathicarthritispatient.
Webelievethiscasemayindicatethepotentialpathogenic
linkbetweenthetwodiseasesandraiseawarenessthat
co-operationbetweenophthalmologistsandrheumatologists
iscrucialtoearlydiagnosisandinitiationoftreatmentof
suchcondition.Moreimportantly,LEFmightbeconsidered
atherapeuticoptioninthetreatmentofcertainautoimmune
oculardiseases.
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